Wolfram syndrome is an autosomal recessive disorder caused by a gene on the short arm of chromosome 4 and characterized by a range of neurological, psychiatric and behavioural abnormalities. Recent research suggests that heterozygous carriers of the disease gene are at increased risk of psychiatric hospitalization.
Readers of Molecular Psychiatry will be aware of the ily members are likely to carry the disease gene by analysing haplotypes of flanking markers. This has widespread efforts to identify specific genes predisposing to mental illness. These studies consist largely of enabled Swift and colleagues to test their hypothesis more directly by comparing the number of psychivariations in the now familiar positional cloning, candidate gene and positional-candidate approaches. 1 The atrically hospitalised blood relatives who carry the Wolfram gene with the number expected if carrier approach taken by Swift and colleagues (pp 86-91, this issue) is somewhat different. They propose that status does not increase the probability of hospital admission with psychiatric disorder. They found that amongst the large number of autosomal recessive disorders in which neuropsychiatric manifestations occur of the 11 relatives who had been admitted to psychiatric hospital, 10 were likely to be Wolfram carriers in homozygous affected individuals, there might be some in which increased predisposition to psychiatric which was much higher than the 3.1 expected by chance alone. This suggests that carriers may be at subdisorders also occurs in heterozygous carriers. Moreover, since in many instances heterozygotes will comstantially greater risk of developing psychiatric disorder. The data resulted in an odds ratio of 26 for psyprise more than 1% of the general population, this could account for a substantial proportion of psychichiatric hospitalization in carriers. However the 95% confidence interval was wide (3.4-196%) and more atric morbidity. In fact this is not a new idea; for example studies in the 1940s, 50s and 60s tested the precise estimates of risk will have to await identification of the Wolfram gene and studies of larger hypothesis that mental illness is more common in PKU heterozygotes.
2 However, the scope and feasibility of samples of carriers. The psychiatric phenotypes observed appear to be this approach has been increased by the advent of molecular genetics and the subsequent localization and variable and a degree of pleiotropy seems likely. However, diagnostic information was obtained by a combiidentification of genes for a number of recessive disorders which means that carriers can now be detected nation of questionnaire and analysis of case-notes, and a systematic study using face-to-face interviews and more reliably.
Wolfram syndrome is one such autosomal recessive established research methodology is now required. Affective symptoms, particularly depression and anxidisorder. It is characterised by the occurrence of diabetes mellitus and progressive bilateral optic atrophy, ety, seem to be common and it is therefore of considerable interest that linkage to markers in the Wolfram often accompanied by various neurological abnormalities. 3 A range of psychiatric manifestations has also region has been reported in pedigrees segregating bipolar disorder. 5 Indeed, there is tentative evidence been reported including dementia, psychosis, affective disorder, suicide and violent assaultative behaviour.
that at least some of the Wolfram carriers may have had episodes of mania or hypomania. There is also suggesSwift and colleagues 4 have previously reported a significant excess of psychiatric hospitalisation or comtive evidence of co-morbidity with Axis II disorders, though once again this issue needs to be addressed pleted suicides in blood relatives of Wolfram patients and have interpreted this as supporting their hypothusing more sensitive clinical methodology.
Delineation of the precise phenotypes involved will esis that heterozygotes are predisposed to mental disorder. 4 Now that the Wolfram gene has been localised be much easier once the Wolfram gene has been identified and it is possible to test more widely for carriers. to chromosome 4p, it is possible to infer whether famIt will then also be possible to study such issues as heterogeneity (do different mutations exist and predispose to different phenotypes?) and pleiotropy (does the Correspondence: Dr MJ Owen, Neuropsychiatric Genetics Unit, same mutation predispose to different phenotypes?).
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